Application No.: 09/920,033 

II. RESPONSE TO THE OFFICE ACTION OF JANUARY 14, 2003 

A. The Status of the Claims 

Claims 1, 2, 4-14, and 20 stand rejected and are currently pending. 

Claims 1,11, and 20 are amended herein. 

Claims 21, 22, and 23 are added herein. 

Claims 1, 2, 4-14, and 20-23 are currently pending. 

B. The Outstanding Rejection 

Claims 1, 2, 4-14, and 20 stand rejected under 35 U.S.C. § 103(a) as allegedly 
unpatentable over Tang et al. in view of Branch and Monia et al. Applicant respectfully 
traverses the rejection. Even if one of ordinary skill in the art would be motivated to combine 
the cited references, the combined disclosures do not direct the skilled artisan to modify any 
specific antisense sequence that, when so modified, would inhibit expression of 
apolipoprotein B. Without guidance regarding specific regions in the target nucleic acid to 
which the antisense compound should be directed, the skilled worker is left to empirically 
determine which and z/regions in the protein coding nucleic acid can be targeted in vivo to 
hybridize with an antisense compound and then if antisense hybridization with this region in 
the target nucleic acid will inhibit expression of the encoded protein. In other words, because 
the Tang et al. abstract fails to disclose the structure of any antisense compounds that might 
inhibit expression of apolipoprotein B, there are no antisense oligonucleotides to which the 
modification of Branch and Monia et al. can be applied. If, as the examiner asserts, the 
combined disclosures of the cited references motivate the worker of skill in the art to attempt 
to produce a compound or composition of the present invention, the empirical nature of the 
work prompted by the combined disclosures fails to provide the skilled worker art with any 
expectation of success. Accordingly, the cited references fail to render the claims obvious. 

In Appendix A, Applicant includes the Tang et al. article that corresponds to the 
abstract cited by the Examiner. At the time of this filing, Applicant is in the process of 
translating the Chinese article into English. Applicant will submit the translation in a 
Supplemental IDS and provide a supplemental Response if necessary. Nonetheless, it 
appears that Tang et al. discloses an oligonucleotide 20 nucleotides in length that is 
complementary to the first 20 nucleotides of the ApoB open reading frame (see p., 315, right 
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column). This oligonucleotide, however, does not anticipate or render obvious the subject 
matter of the present claims as amended herein. 



Dated: May 14, 2003 Respectfully sub 
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MARSHALL, GERSTEIN & BORUN 
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Chicago, Illinois 60606-6357 
(312) 474-6300 
Attorneys for Applicant 
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tlie inhibitory Effect of Antiserise Olig^eoxjimcleotides 00 Apolipoprotein B Expression in Liver 

TANG Qi - Dong, UN Bi - Lian® and UN Shu - Guang 

(C^ GnW^kft*, CuangAou 510100; <£ Department cf Ptxmnaiy, Scho<* <f Ifr Scicnc* , ZhangAan £to««y . Ouu^ 
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MeSH Oligodeoxynuclaeotides. ArttaoioY ApoBpopiolrin Br. Pbryrr^ Chain Reaction; Cell Culture; Gene Impression; 

CeUs.liver; Rat 

ABSTRACT Aim To rednce the level of apolipoprotrin B (Apo B> ria.tbe inbdbtery d&ct of antisense .Jigoaea^nmKleorides (AODN) 
on expression of Apo B gene in cultured lrver ceDs ard search its ndm.:' Methods Tbe cuhured liver cells were treated ^ith synthe^ 
sized Apo B gene antisense, sen* ODN (SODN) and 0.9% salt solution respectively. Apo B100 cor^tration ^measured by Auto - 
Hochemfcal Instruction. The iruW level to or«rved 1* ^ tf ^ Re " 
suits Apo B gene AOD?J 5, 10, 15, and20 /anal/I. inhibited Apo B concentration 26.6% , 34.2% j'34v2% ; and 45:8% iespoctively. 
The inhibitory efiect ^k.'Me^lto-d^-n-. RT- i"CR showed that Apo B gene A0DN downregulated Apo B mR- 
NA expression obviously. Gnduaons he ApoB gene AODN irMnted Apo B gene- expression obviously and reduced Apo B concentra- 
tion: Ibe jwssOite mediar^ 
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S^Sfi biooSE 
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f cottagpnase W\ EDTAx trypsins #&$lv 
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cDNA tt'*"**«/t jStr*;r.J» 

& B 51 # primer 1: 5'TGAGGT- 
TCTTCAGCCIXJCTT 3/ , primer 2: 5 * TCACCCAGAAT- 
CATGGCCTG 3 ' ; B-actiri 31 #i 5' AAGGATJXXTAT- 
GTGGGC 3 ' , 5 * CATCTCTTCXJrcGAAGTC 3' ; B-aetin 
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E&i&i (Tabie D ^ja, sodn a-^estjjam 

l*&,g#*f£tf^*(P>0.05)o W*P3** 

W AODN !8*&T*hWBfli' S B100 . ^ 

(P<0.05~ P<0.001), 45. 
8% v 34.2%v34.2%5fa 26.6% 0 

ft 1. gBSS B gBE*3S&««t : t : »#«fi§S& B100 

Ifefcle U Antismse ApoBpuprot£iii B 

gene effect en flie cu ua aiU nfioo of of ApoBpoproCdn B100 
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20 
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15 
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0.3162 ± 6. 10° 


34.296 


AODN . 
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0.3546 ± 0.06 b 


26.6%. 



a: P>0.05, b: P<0.G5, c: P<0.0t,d: P < 0,001 , cenpared with 
oorrtrol group 
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-^1584 bp 
—1330 bp 

*-$83bp 
—831 bp 

^S64 bp 



:1. Ibe mltt^ levd of apottpof^ Lane l, and ll 

wen© DMA Medcer. Lanes 2, 3 r and 4 wore a 532 bp amplified product of p*~actih gene in control group, sense treated group (20 punol/L) , and antieenae treated 
group (20 fjuxH/h) . Lane 5, sod 6 irate Bense treated graup(20 /imnj/L) rod control group. Lane 7, 8* 9» and 10 wexe the amplified products of apolipopro- 
tesn B gene treated with sntbenae oUgooW^bucleobdes in different concentration (5, 10, 15, end 20 //mol/L) , 415 bp: 
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■3W»»e w ., Asjsaa(.)»»»a w . if? 
iDL**s^»afartA¥*s*ttBi»e bioo C6] 0 
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